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said kit further comprising labeling indicating that the kit_ 
can be used to reduce the incidence or severity of A^c^YranLc 
immune -mediated disorder in a mammal, and instjaitf^ions for the 
prophylactic or therapeutic use_of said immtmogens to reduce the 
incidence or severity of a qKron^Lc immune-mediated disorder in 
mammal to which one or /more^doses of said immunogens are 


administered according to 
said instructions, 

said immunogen-s^, when 



-zation schedule set forth in 


administered , 


acting to 


or severity of said chronic 


first dose of an immunogen to be given before 4 2 days 


substantially reduce the incidence; 
immune -mediat.eoT'disorder . 

where<tn^said schedule, according to said instructions, calls 
for the-^fi 


In claims 3 9-40, please replace "kit" with 
"38" with --41--. 

Please rewrite claim 3 as follows: 


y 3 (twice amended) . A method of immunizing a mammal less > 

jchan 96 months of age against at least one infectious diseas^f 
^\ while decreasing the incidence of an autoimmune disease [d^^betes 
» mellitis or systemic lupus erythrematosis] , comprising 
/Tv* administering to said mammal one or more nhfarmaceutically 

~\S acceptable pharmaceutical preparations, comprising one or more 
' immunogens, according to an immunizat iojar^schedule according to 

which, at specific times after birth-r^che mammal receives one or 
more pharmaceutically acceptab^L-e'aoses of one or more immunogens; 

said mammal thereby^receiving, for each said infectious 
disease, a suitable ^irtfimunogen in such amounts, given at such 
ages, as to he effective to substantially prevent or 
substantial ly^reduce the severity of such infectious disease; 

sald^administering further resulting in an immune response 
"in sadTd mammal sufficient to substantially reduce the incidence 
[diabetes mellitis] an autoimmune disease in such mammals; 
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said mammals are selected from the group consisting o 
humans, and nonhuman mammals which are animal models of a btiman 
autoimmune disease, 

where, when all of the immunogens administered are sheeted from 
the group consisting of BCG, diphtheria, tetaptfs, whole cell 
pertussis, polio, hepatitis B, hemophilus iarffluenza, measles, 
mumps and rubella immunogens, at least ^one of the following 
conditions applies: (a) immunogens arje^administered on at least 
three different dates prior to 4>#ciavs after birth, or (b) 
immunogens are administered on least three different dates, 

and the maximum interval bs / t?ween administrations is about two 
weeks, or less, [for at^ieast one such immunogen, either 

(a) a pluralit^of doses of the immunogen are administered, 
and such doses are administered less than 28 days apart, or 

(b) the/wimunogen is a live polio virus and at least five 
doses are cfiven during the first 112 days after birth, or 

(<^r the immunogen is not a live polio virus, and at least 

fou^aoses are given during the first 112 days after bi rth . ] 

In claims 2, and 11-14, replace "diabetes" with -autoimmune 
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dis 

Please rewrite claims 21, 23, 24, 25, 26, 28, 30, 33 and 37, 

as follows: 

) J0k (twice amended) . In a method for immunization against 
at least three infectious diseases, comprising administering at 
^ least one pharmaceutically acceptable dose of diphtheria/ 

y-N/ tetanus/pertussis vaccine to a mammal of at least 42 days of age, 
|_j the improvement comprising^: 

|__|_ further administering to said mammal at least one 

pharmaceutically acceptable dose of diphtheria/pertussis/ tetanus 
|L^_ vaccine, wherein said further administration is according to 

at least one step selected from the group consisting of 

(1) administrating at least two doses of said 
diphtheria/tetanus/pertussis vaccine at less than 42 days of age 


QQ 
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of said mammal ; 

(2) administering said at least one of said dose of 
said diphtheria/tetanus/pertussis vaccine at less than 42 days 
of age of said mammal and also administering at least a second 
dose of said diphtheria/tetanus/pertussis vaccine, said second 
dose or any subsequent dose administered less than 28 days after 
the preceding dose when said mammal is less than 175 days of age; 
and 

(3) administering said at least one dose of said 
diphtheria/tetanus/pertussis vaccine at less than 42 days of age 
of said mammal and also administering as a total of at least four 
doses of said diphtheria/tetanus/pertussis vaccine prior to the 
age of 112 days of said mammal, 

wherein the further administration reduces the incidence of 
diabetes mellitis in a population and/or subpopulation of said 
raammalSj. 

where said mammal is a human, or an animal model of a human 
diabetes, and is not a streptozocin- treated mouse, and said 
mammal receives at least one of the following- immunoqens prior 
to age of 24 months: hepatitis B. hemophilus influenza B. mumps, 
rubella, chicken pox, acellular pertussis, and pneumococcus 

immunoqens . 

J i SS" (twice amended) . In a method for immunization against 
at least two infectious diseases, comprising administering at 
least one pharmaceut ically acceptable dose of 
diphtheria/tetanus/pertussis vaccine and at least one 
pharmaceutically acceptable* dose of hemophilus influenza vaccine 
to a mammal of at least 42 days of age, the improvement 
comprising^*. 

further administering to said mammal at least one 
pharmaceutically acceptable dose of at least one of a 
diphtheria/pertussis/tetanus vaccine and a hemophilus influenza 
vaccine wherein said further administration is according to 
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at least one method from the group consisting of 

(1) administrating at least one dose of both said 
diphtheria/pertussis/tetanus vaccine and said hemophilus 
influenza vaccine at less than 42 days of age of said mammal and 
at least a second dose of at least one said vaccine prior to 42 
days of age of said mammal; 

(2) administering at least one of said dose of both 
said diphtheria/tetanus/pertussis vaccine and said hemophilus 
influenza vaccine at less than 42 days of age of said mammal and 
also administering at least a second dose of both . of said 
vaccines, wherein said second dose and or any subsequent dose is 
administered at less than 42 days after the preceding dose when 
said mammal is less than 175 days of age; and 

(3) administering at least one of said dose of both 
said diphtheria/tetanus/pertussis vaccine and said hemophilus 
influenza vaccine at less than 42 days of age of said mammal and 
administrating at least four doses, prior to the age of 112 days, 
of said mammal for said diphtheria/pertussis/ tetanus vaccine or 
said hemophilus influenza vaccine, the incidence of diabetes 
mellitis in a population and/or subpopulat ion of said mammalSj. 
where said mammal is a human, or an animal model of a human 
diabetes, and is not a streptozocin-treated mouse, and said 
mammal receives at least one of the following immunocrens prior 
to age of 24 months: hepatitis B, hemophilus influenza B, mumps, 
rubella, chicken pox, acellular pertussis, and pneumococcus 
immunocrens . 

<^.2-L '* -^0 (twice amended) . In a method for immunization against 
at least two infectious diseases, comprising administering at 
least one pharmaceutically acceptable first dose of at least one 
pharmaceutical ly acceptable immunogen selected from the group 
consisting of a diphtheria/tetanus/pertussis immunogen, a polio 
immunogen, a hepatitis B immunogen, a hemophilus influenza 
immunogen, a non-pediatric immunogen, and a measles/mumps/rubella 
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immunogen, to a mammal after 112 days of age but prior to 724 
days of age, the improvement comprising' 

-*£a«r further administering to said mammal, prior to the age 
of 112 days, at least one pharmaceut ically acceptable second dose 
containing a greater amount of said immunogen than the amount of 
immunogen administered as said first dose after 112 days of age 
but prior to 724 days of age of said mammal, wherein the further 
administration reduces the incidence of diabetes mellitis in a 
population and/or subpopulation of said mammals^. 

where said mammal is a human, or an animal model of a human 
diabetes, and is not a strepzocin- treated mouse, and said mammal 
receives at least one of the following immunocrens prior to age 
of 24 months: hepatitis B, hemophilus influenza B, mumps, 
rubella, chicken pox, acellular pertussis, and pneumococcus 
immunogens . 

Pj^ : "*0fr (twice amended) . In a method for immunization against 
at least two infectious diseases, comprising administering at 
least one pharmaceutically acceptable dose of a non-whole cell 
pertussis vaccine to a mammal at least 42 days of age but prior 
to 724 days of age, the improvement comprising 

further administering to said mammal at least one 
pharmaceutically acceptable dose of at least one pharmaceutically 
acceptable immunogen selected from the group consisting of an 
diphtheria/tetanus immunogen, a non-whole cell pertussis 
immunogen, a whole cell pertussis immunogen, a polio immunogen, 
a hemophilus influenza immunogen, a measles/mumps/rubella 
immunogen and a non-pediatric immunogen, wherein said further 
administration is according to at least one selected from the 

group consisting of 

(1) administrating said at least one dose of said 
immunogen at less than 42 days of age of said mammal; 

(2) administering said at least one dose of said 
immunogen, said dose comprising at least a second dose, said 
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second dose or any subsequent said dose administered less than 
28 days after the preceding dose when said mammal is less than 
175 days of age; and 

(3) administrating at least four doses prior to the age 
of 112 days of said mammal, wherein the further administration 
reduces the incidence of diabetes mellitis in a population and/or 
subpopulation of said mammals^ 

where said mammal is a human, or an animal model of a human 
diabetes, and is not a streptozocin- treated mouse, and said 
mammal receives at least one of the following immunogens prior 
to age of 24 months: hepatitis B, hemophilus influenza B, mumps, 
rubella, chicken pox, acellular pertussis, and pneumococcus 
immunogens . 

? ^ (twice amended) . In a method for immunization against 

at least two infectious diseases, comprising administering at 
least one pediatric vaccine to a mammal of at least 42 days of 
age, the improvement comprising* 

^ -=£e^ further administering to said mammal at least one 
pharmaceutically acceptable dose of at least one pharmaceutically 
acceptable vaccine selected from (i) a combined vaccine 
containing at least diphtheria, tetanus, pertussis, and 
hemophilus influenza immunogens, and (ii) a combined vaccine 
containing at least diphtheria, tetanus, pertussis, and hepatitis 
B immunogens , 

wherein said further administration""".^!?" is according to at least 
one step selected from the group consisting of 

(1) administrating at least of one of said dose of said 
combined vaccine at less than 42 days of age of said mammal; 

(2) administering at least one of said dose of said 
combined vaccine, said dose comprising at least a second dose, 
said second dose or any subsequent dose administered less than 
28 days after the preceding dose when said mammal is less than 
175 days of age; and 
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(3) administrating at least four doses prior to the age 
of 112 days of said mammal, 

wherein the further administration reduces the incidence of 
diabetes mellitis in a population and/ or subpopulation of said 
. mamma Is j_ 

where said mammal is a human, or an animal model of a human 
diabetes, and is not a streptozocin- treated mouse, and said 
mammal receives at least one of the following immunogens prior 
to age of 24 months: hepatitis B. hemophilus influenza B. mumps, 
rubella, chicken pox. acellular pertussis, and pneumococcus 
immunogens . 


^J^"' (twice amended) . In a method for pediatric immunization 

against at least two infectious diseases, comprising 
administering at least one pharmaceut ically acceptable dose of 
at least one pediatric vaccine to a mammal of at least 42 days 
of age, ^)~VU^fo- 


6 . 

_) <^the improvement comprising: 


further administering to said mammal at least one 
pharmaceutically acceptable supraimmunogenic dose of at least one 
pharmaceutically acceptable vaccine prior to the age of 112 days 
of said mammal, 

wherein the further administration reduces the incidence of 
diabetes mellitis in a population and/or subpopulation of said 
mamma Is j_ 

where said mammal is a human, or an animal model of a human 
diabetes, and is not a streptozocin- treated mouse, and said 
mammal receives at least one of the following immunogens prior 
to age of 24 months: hepatitis B, hemophilus influenza B, mumps, 
rubella, chicken pox, acellular pertussis, and pneumococcus 
immunogens . - _ 


*J0 


/ ^ 2& (twice amended) . In a method for immunization against 
at least two infectious diseases, comprising administering at 
least one pharmaceutically acceptable dose of at least one 
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pediatric vaccine to a mammal of at least 42 days of age, 


(a) further administering to said mammal at least one 
pharmaceutically acceptable dose of at least one pharmaceut ically 
acceptable immunogen to said mammal prior to the age of 8 days; 
and 


(b) further administering at least one pharmaceutically 
acceptable dose of at least one pharmaceutically acceptable 
immunogen to said mammal at least 11 days of age but less than 
2 6 days of age, 

wherein the further administrations reduce the incidence of 
diabetes mellitis in a population and/or subpopulation of said 
mamma Is 

where said mammal is a human, or an animal model of a human 
diabetes, and is not a streptozocin- treated mouse, and said 
mammal receives at least one of the following immunoqens prior 
to age of 24 months: hepatitis B, hemophilus influenza B. mumps, 
rubella, chicken pox,' acellular pertussis, and pneumococcus 
immunoqens . 

^> (twice amended) . In a method for immunization against 
at least two infectious diseases, comprising administering at 
least one pharmaceutically acceptable dose of at least one 
pharmaceutically acceptable immunogen to a mammal, 


"^g &f * further administering at least a second separate 
pharmaceutically acceptable dose of at least one pharmaceutically 
acceptable immunogen, said second dose and or any subsequent dose 
is administered less than 28 days after the preceding dose, 


or different immunogens or the same or different amounts of said 
immunogens as any other dose; (ii) each said separate dose is 
administered during a 0-78 hour period, and (iii) the further 
administration reduces the incidence of diabetes mellitis in a 


the improvement comprising*. 


the improvement comprising; 
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population and or subpopulation of said mammals^. 

where said mammal is a human, or an animal model of a human 
diabetes, and is not a streptozocin- treated mouse, and said 
mammal receives at least one of the following immunoqens prior 
t o acre of 24 months: hepatitis B, hemophilus influenza B, mumps, 
rubella, chicken pox, acellular pertussis, and pneumococcus 

immunocrens . ^ 

"20 (twice amended) . A method of immunizing a mammal less 

than 96 months of age against at least two infect ious -eia=ssa=se- and 
at least one chronic immune -mediated disorder, comprising 

administering to said mammal one or more pharmaceutically 
acceptable pharmaceutical preparations, comprising one or more 
immunogens, according to an immunization schedule according to 
which, at specific times after birth, the mammal receives one or 
more pharmaceutically acceptable doses of one or more immunogens; 

said mammal thereby receiving, for each said infectious 
disease, a suitable immunogen in such amounts, given at such 
ages, as to be effective to substantially prevent or 
substantially reduce the severity of such infectious disease; 

said administering further resulting in an immune response 
in said mammal sufficient to substantially reduce the incidence 
of diabetes mellitis in such mammal; 

the first dose of said immunization schedule including an 
immune modulator beginning 42 days before birth, 

where said mammal is not immunized with an immunogen in such 
amounts and at such times as would substantially induce diabetes 
mellitiSj. 

where said mammal is a human, or an animal model of a human 
diabetes, and is not a streptozocin- treated mouse, and said 
mammal receives at least one of the following immunogens prior 
to age of 24 months: hepatitis B, hemophilus influenza B. mumps, 
rubella, chicken pox, acellular pertussis, and pneumococcus 
immunogens . 
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Please add the following claims: 


-42 . The method of claim 3 in which the autoimmune diseas 


a 


is diabetes or systemic lupus erythrematosis . 

43. The method of claim 41 in which the mammal is/ci human. 

44. The method of claim 41 in which the mammal ps an animal 
model of diabetes or systemic lupus erythrematosija 

45. A method according to claim 41, wherein at least one 
of said immunogens is an immunogen selected from the group 
consisting of an anthrax immunogen, a smadl pox immunogen, a 
pneumococcal immunogen, a cholera immunogen, a varicella 
immunogen, a typhoid immunogeia, a) yea low fever immunogen, a 
neisseria immunogen, a plague immunogen, an influenza immunogen, 
a herpes immunogen, a men/ngit3?s- — -immunogen, an adenovirus 
immunogen, a cytomegalovirus immunogsn , a hepatitis C immunogen, 


rabies and a molecule tha\ 
immunogens . 

46. The method of oT.aim 
!rea-etr~b"et'ore __2 8..dagfc: 


s reacts to any of said 


41 wherein the first dose is 


^4>f . The method of claimfy£ wherein at least four doses are 
administered before 42 days after birth. 

' j^T. The method of claim I jf, wherein no tolerogen is 
cidministered prior to 42 days ^er birth. 

49. The method of claiin 41 w here said Lab-s. 

that starting the__f-i-^sir - aose/ of -immunization after 56 days^af ter 
bi^tlj--Faay^not reduce said chionic immune mediated^drdTsorder or may 

— ine-re«se — rh<=> rislr ur -)wH rb^ L <^ I i mmn np jp-(£sSSj^^ di s o rde r . . 

>3_2> ~' ' A met ^ 0< ^ °^ immunizing a mammal less than 24 months of 
age against at least 2 infectious disease and diabetes mellitus, 
comprising administering to said mammal one or more 
pharmaceutically acceptable pharmaceutical preparations, 
comprising one or more immunogens, according to an immunization 
schedule according to which, at specific times after birth, the 
mammal receives one or more pharmaceutically acceptable doses of 
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two or more immunogens ; 

said mammal thereby receiving, for each said infectious disease, 
a suitable immunogen in such amounts, given at such ages, as to 
be effective to substantially prevent or substantially reduce the 
severity of such infectious disease; 

said administering further resulting in an immune response in 
said mammal sufficient to substantially reduce the incidence of 
diabetes mellitus in such mammal; 

where said mammal is a human, or an animal model of a human 
diabetes, and is not a streptozocin- treated mouse; 
the first dose of at least 2 immunogens are given before 4 2 days 
after birth; 

and where said mammal receives at least one of the following 
immunogens: hepatitis B, haemophilus influenza B, mumps, rubella, 
varicella, acellular pertussis, ajid pneumococcus immunogen. 

yf' ■ The method of claim ^^wherein said mammal is a human. 

^"t< The method of claim ^9^wierein said mammal is not 

immunized with an immunogen in such amounts and at such times as 
would increase the incidence of diabetes mellitus. 

^Ip^' T ^ ie met * loc ^ °^ claim Jjkf '^rein said 2 immunogens are 
ones other than a BCG or Hepatitis a B immuiiogen. 

*2yl . The method of claim ^tff wherein more than 2 doses of at 
least one said immunogen is given prior to 4 2 days after birth. 

3<B T ^ e met ^ 0< ^ °f claim J^Xf wnerein the longest interval 

between doses is less than 28 days . 

3)^ ^ ■ The method of claim ^SST wherein the first dose is given 
prior to 15 days after birth. 

In a method for immunization against at least two 
infectious diseases, comprising administering at least one 
pharmaceutically acceptable dose of a conjugated pneumococcal or 
varicella vaccine to a mammal at least 42 days of age but prior 
to 724 days of age, the improvement comprising'. 

_(3gf further administering to said mammal at least one 


0? 


t 
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pharmaceutically acceptable dose of at least <sft pharmaceutically 
acceptable immunogen selected from the group consisting of a 
diphtheria tetanus immunogen, a non-whole cell pertussis 
immunogen, a whole cell pertussis immunogen, a polio immunogen, 
a hemophilus influenza immunogen, a measles mumps rubella, 
varicella, pneumococcal and a non-pediatric immunogen, wherein 
said further administration ^gSfc~< is according to at least one 
selected from the group consisting of 

(1) administrating said at least one dose of said 
immunogen at less than 42 days of age of said mammal; 

(2) administering said at least one dose of said 
immunogen, said dose comprising at least a second dose, said 
second dose or any subsequent said dose administered less than 
2 8 days after the preceding dose when said mammal is less than 
.175 days of age; and 

(3) administrating at least four doses prior to 
the age of 112 days of said mammal, wherein the further 
administration reduces the incidence of diabetes mellitus ■■ caid- 
•d-ioe^ed-or-y in a population and^or subpopulation of said mammals. 

58^. A method of decreasing the incidence of an autoimmune 
disease whibk comprises : 

administerls^g to said mammal one or more pharmaceutically 
acceptable pharmaceutical preparations, comprising one or more 
immunogens, accordingSto an immunization schedule according to 
which, at specific timesNafter birth, the mammal receives one or 
more pharmaceutically acceptable doses of one or more immunogens; 

said administering resulting in an immune response in said 
mammal sufficient to substantially reduce the incidence of an 
autoimmune disease in such mammals^ 

said mammals are selected from the group consisting of 
humans, and nonhuman mammals which are\animal models of a human 
autoimmune disease, \^ 

where, when all of the immunogens administered are selected from 

13 ^ 


USSN - 08/104,529 

the group consisting of B\CG, diphtheria, tetanus, whole cell 
pertussis, polio, hepatit is\ B , hemophilus influenza, measles, 
mumps and rubella immunogena, at least one of the following 
conditions applies: (a) immunogrens are administered on at least 
three different dates prior to\ 42 days after birth, or (b) 


J immunogens are administered on a^. least three different dates 
>(K^) and the maximum interval between administrations is about two 

£_ Z? eks ' ° r leSS ' \ M £L,} 

$cX? Tne method according to claim wherein at least one 
of said immunogens is an immunogen selected from the group 
consisting of an anthrax immunogen, a small pox immunogen, a 
pneumococcal immunogen, a cholera immunogen, a varicella 
immunogen, a typhoid immunogen, a yellow fever immunogen, a 
neisseria immunogen, a plague immunogen, an influenza immunogen, 
a herpes immunogen, a meningitis immunogen, an adenovirus 
immunogen, a malaria immunogen, an HIV immunogen, a 
cytomegalovirus immunogen, a hepatitis C immunogen, a rabies 
immunogen and a molecule that cross reacts to any of said 
immunogens -"f^H . 


REMARKS 

Overview of Claim Amendments 

Claim 3 has been amended in several respects : 

(1) it is not limited to diabetes or SLE. Instead, it is 
directed to use to reduce the incidence of any autoimmune 
disease. Note that original claim 1 was originally even broader 
(it was directed to any chronic immune -mediated disorder) , and 
that original claim 15 recited "autoimmune disease" . 

(2) it requires that the mammals receiving the therapy be 
either humans, or nonhuman mammals which are animal models of a 
human autoimmune disease (by way of example, NOD mice are animal 
models of human insulin-dependent diabetes mellitis) . 

(3) it modifies the proviso applicable when all of the 
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